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268 
CLAIMS 



What is claimed is 



5 \^ 1. A group B streptogramin derivative of 

general formula: 



Rb .Rc 



O^NH 




'oVV^N-^R. 



in which 
Y is a nitrogen 
10 Ri is a hydrogen a 



x)m or a\ra6Tcal =CR3-/ 



tpm, a r^^ical X^kyl ( 1 to 8 carbons), 
alkenyl (2 to 8 cdrtoons) , cy6,^loalk]^l (3 to 8 carbons) , 
heterocyclyl which^s saturate^ or/ unsaturated (3 to 8 
members), phenyl, phenyl whipk^i\^ substituted (with one 
or more halogen atoms or hydroxyl ,\ alkyl , alkyloxy, 
15 alkylthio, alkylsulphinyl , alkylsulMionyl , amino, 
alkylamino or dialkylamino radi'cals) xDr a radical 
NR'R", R' and R" , which are identical oa: different, 
being capable of being hydrogen atoms orValkyl radicals 
(1 to 3 carbons), or being capable of forming together 
20 with the nitrogen atom to which they are attached a 3- 
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to 8-membeVed heterocycle optionally containing another 
heteroatom <\hosen from oxygen, sulphur or nitrogen 
which is opti^onally substituted (with a radical alkyl , 
alkenyl (2 to\8 carbons), cycloalkyl (3 to 6 carbons), 
heterocyclyl w^iich is saturated or unsaturated (4 to 6 
members), benz^^l, phenyl or phenyl which is substituted 
as defined above for the definition of Ri) , 
or alternatively^ when Y is a radical =CR3-/ Ri may also 
be halomethyl, hy^^roxymethyl , alkyloxymethyl , 
10 alkyl thiomethyl ii\ jAzJai-Ci^the alkyl portion is 



optionally subs 
alkyl sulphinyl 



:itmted wil 



ethylV alkylsul 



oxymeth 



benzoy 
(n bei 
fined as^ 
torn, Ri ma^ 



an 



acyloxymethyl , 

or - (CH2)nNR'R" 
15 and R" being d 

is a hydrogen 

alkyloxycarbonWl , or -CON: 

defined as abo^e, 

or alternatively when Y is a^ 
20 be a radical for whi 



R" , 

honylmethyl , 

, cyclopropylaminomethyl 
teger from 1 to 4 and R' 
r alternatively if R3 
also beNformyl, carboxyl, 
for wmch R' and R" are 



0 



.ch 



nitrogen atom, Ri may also 
Ts an oxygen or sulphur 



atom, a sulphinyl or sulphonylXradical , or an NH 
radical and R° is a radical alkm (1 to 8 carbons) , 
cycloalkyl (3 to 6 carbons) , hetqrocyclyl which is 
saturated or unsaturated (3 to 8 Aembers) , 
2 5 heterocyclylmethyl (3 to 8 members )\ in which the 

heterocyclyl portion is attached to \the methyl radical 
by a carbon atom, phenyl, phenyl which is substituted 
(with one or more halogen atoms or hydVoxyl , alkyl. 



m 



m 



Doco isroo vST98007US 270 

alkyloxy, \alkylthio, alkylsulphinyl , alkyl sulphonyl , 
amino, alkwamino or dialkylamino radicals) or a 
radical -(CH\)nNR'R" for which R' and R" are defined as 
above and n ±k an integer from 2 to 4 , or alternatively 
5 if X represent^ NH, R^ may also represent the hydrogen 
atom, 

R2 is a hydrogen \a torn or an alkyl radical (1 to 3 
carbons) , 

R3 is a hydrogen aiom or an alkyl, carboxyl, 
10 alkyloxycarbonyl or\carbamoyl radical having the 

structure -CO-NR ' R'y^i^n whidKR' and R" are defined as 
above , 

and 
ns below: 

and Rd is a hydrogen 
ylamino radical , 
ogen atom,\Rc is a/ hydrogen, chlorine 
^tom, or rep^-eserrlzfe an alkenyl radical 
(3 to 5C) , ^nd Rd is a ^^^ical -NMe-R' ' ' for which 
20 R' ' ' represents a radical Nalkyl , hydroxyalkyl (2 

to 4C) , or alkenyl (2 to 8c\ which is optionally 
substituted with phenyl, cycloalkyl(3 to 6C) 
methyl, benzyl, benzyl which is substituted (with 
one or more halogen atoms or h^droxyl , alkyl, 
2 5 alkyloxy, alkyl thio, alkylsulphinyl, 

alkylsulphonyl , amino, alkylamin® or dialkylamino 
radicals) , heterocyclylmethyl or T^eterocyclylethyl 
in which the heterocyclyl portion is saturated or 



Ra is a methyl or ethyl\ 
Rb, Rc and Rd h4ve the 
15 1) 



2) 



Rb and Rc are hydroc 
atom or a ir^thylamino^ 
Rb is a hyd 
or bromine 



10 



15 



20 



25 
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unsaturasted and contains 5 to 6 members and 1 or 2 
heteroatoms chosen from sulphur, oxygen or 
nitrogen wnich is optionally substituted (with a 
radical alkyi\, alkenyl (2 to 8 carbons) , 
cycloalkyl ( 3 Vo 6 carbons), heterocyclyl which is 
saturated or unsaturated (4 to 6 members) , phenyl, 
phenyl which is substituted as defined above for 
the definition of\Ri or benzyl), or alternatively 
R' ' ' represents a i^dical cyanomethyl, or -CH2C0Re 
for which either Re ^s -OR'e, R'e being hydrogen, 
alkyl (1 to 6 carbons)(<" alken^^vl (2 to 6 carbons) , 
benzyl or heterocycl/VlrKethyl in which the 



3) 



4) 



heterocyclyl porti 
or 2 heteroatoms c 
nitrogen, or Re is 
alkylmethylamino , 
he terocyc ly Ime thy] 



heterocyclyl porti]^' 
to 6 members and 1 or 2 het 




6 members and 1 
r, oxygen or 



ms chosen from 



sulphur, oxygen or nitrogen whichXis optionally 
substituted with an alkyl, benzyl o^r 
alkyloxycarbonyl radical , 

Rb is a hydrogen atom, Rd is a radical -NHCH3 or 
-N(CH3)2 and Rc is a chlorine or brominte atom, or 
represents an alkenyl radical (3 to 5C)\ (if Rd is 
-N(CH3)2) , 

Rb and Rd are hydrogen atoms and Rc is a halogen 

», alk^ 



atom, or an alkylamino or dialkylamino , 



<yloxy , 
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trif luoromethoxy , thioalkyl, alkyl (1 to 5C) or 
trihalomethyl radical, 

5) Rb and \rc are hydrogen atoms and Rd is a halogen 
atom, or an ethylamino, diethylamino or 

5 methyletViylarnino, alkyloxy or trif luoromethoxy , 

alkylthidi, alkylsulphinyl , alkylsulphonyl , alkyl 
(1 to 6C)\ phenyl or trihalomethyl radical, 

6) Rb is a hyiirogen atom and Rc is a halogen atom or 
an alkylamino or dialkylamino , alkyloxy or 

10 trif luoromethoxy, thioalkyl or alkyl (1 to 3C) 

radical, and Rd is a halogen atom or an amino, 
alkylamino or dialkylamino, alkyloxy or 
trif luoromethoxV, thioalkyl, alkyl (1 to 6C) or 
trihalomethyl radical, 
15 7) Rc is a hydrogen a^tom and Rb and Rd represent a 
methyl radical, 
the alkyl, alkenyl or adyl radicals being straight or 
branched and, unless otherwise stated, the alkyl or 
acyl radicals containing 3a to 4 carbon atoms, as well 
20 as its salts when they exi; 

2 . A group B str^togramin derivative 
according to claim 1, wherein 
Y is a nitrogen atom or a radic'kl =CR3-, 
25 Ri is a hydrogen atom, a radical\ alkyl (1 to 8 carbons), 
cycloalkyl (3 to 8 carbons) , heterocyclyl which is 
saturated or unsaturated (3 to 8 members) , phenyl, 
phenyl which is substituted (with one or more amino. 
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alkylamino or dValkylamino radicals) or a radical 
NR'R", R' and R"\, which are identical or different, 
being capable of\being hydrogen atoms or alkyl radicals 
(1 to 3 carbons )A or being capable of forming together 
with the nitrogen \atom to which they are attached a 3- 
to 8-membered heterocycle optionally containing another 
heteroatom chosen fbrom oxygen, sulphur or nitrogen 
which is optionally \substituted with an alkyl radical, 
or alternatively wheh Y is a radical =CR3-, Ri may also 
10 be halomethyl, hydro^jne-fefey::^ alkyl thiomethyl in which 
the alkyl portion 1^ ^ptionally^^ubsti tuted with NR'R", 
alkylsulphinylmetthyl , alkyl sulphonVlme thy 1 , 
acyloxymethyl , dycloproWlaminomethVl or -(CH2)nNR'R" (n 



being an intege 



15 defined as above) , or altternative/y if R3 is a hydrogen 



atom, Ri may alp 
R" are defined 
or alternatively}^ 



from 1 to 4 and RV and R" being 



;(b be f ormyV:::SP'^^€£)NR ' R" for which R' and 
is above, 

when Y is ^ nitrogeh atom, Ri may also 
be a radical -XR^ for which X is ajar oxygen or sulphur 
2 0 atom, a sulphinyl^^o r sulph on^g^^^adical , or an NH 

radical and R° is a radical all^l (1 to 8 carbons) , 
heterocyclylmethyl (3 to 8 membeors) in which the 
heterocyclyl portion is attached \to the methyl radical 
by a carbon atom, or a radical -(CH2)nNR'R" for which R' 
2 5 and R" are defined as above and n J\s an integer from 2 
to 4, 

R2 is a hydrogen atom or an alkyl ra<^ical (1 to 3 
carbons) , 
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R3 is a hyqrogen atom or a carboxyl or alkyloxycarbonyl 
radical , 

Ra is a metlkyl or ethyl radical, and 

Kb, Rc and Rd have the definitions below: 

Rb and Rc are hydrogen atoms and Rd is a hydrogen 
atom or a methylamino or dimethylamino radical, 
Rb is a hydrogen atom, Rd is a radical -NHCH3 or 
-N(CH3)2 ^nd Rc is a chlorine or bromine atom, 

as well as its! salts when they exist. 



10 



group 



accordinc 



cla: 



n^ to 

Y is a nitrogen atom 



or a 



Ri is a/ hydrogen a 
15 cycloalkyl (3 t 



tpm, 



satura^:ed or unsatur 
phenyl which is subs 



Itarnati- 



or alternatively when 
be acyloxymethyl , 



treptogramin derivative 
m 1 , wherein 

adical =CR3-, 
radical alkyl (1 to 3 carbons) , 
heterocyclyl which is 
ted (3 t\) 8 members), phenyl, 
tUtuted wijth an amino radical, 

adical =CR3-, Ri may also 



:arbonsi 



IS a 



20 or alternatively when Y Us a nitrogen atom, Ri may also 
be a radical -XR^ for which X is an oxygen or sulphur 
atom or a radical NH and rV is an alkyl radical {1 to 4 
carbons) or a radical - (CH2 )\nNR ' R" for which R' and R" 
which are identical or different may be hydrogen atoms 

25 or alkyl radicals (1 to 3 cartoons), or form together 

with the nitrogen atom to which they are attached a 3- 
to 8-membered heterocycle optionally containing another 
heteroatom chosen from oxygen, sulphur or nitrogen 
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optidnally substituted with an alkyl radical, and n is 
an integer from 2 to 4 , 

R2 is a hydrogen atom or an alkyl radical (1 to 3 
carbons) , 

5 R3 is a hydrogen atom or an alkyloxycarbonyl radical, 
Ra is a methyl or ethyl radical, and 
Rb, Rc and Rd have the definitions below: 

Rb and Rc are hydrogen atoms and Rd is a hydrogen 
atom dr a methylamino or dimethylamino radical, 
Rb is k hydrogen atom, Rd is a radical -NHCH3 or 
-N(CH3) X '^^ is a chlorine atom, 

as well as ijz:^ salts--wtien they exist . 

treptogramin derivative 
ch is 

, 55 ] pristinamycin Ie . 



:reptogramin derivative 
accorcfma to claim iv wn>ch is 
20 2"-cyclopropylpyrido^, 3-5y, 55 ] pristinamycin Ie. 



10 




6. A group Bv streptogramin derivative 
according to claim 1, whicch is 
pyrido [2 , 3- by, 55] pristinamycin Ig, 

7 . A group B strveptogramin derivative 
according to claim 1, which d\s 
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2"-ethylpyrido [2, 3-5Y/ 56] (4 ^-methylamino) - 
(4 C-de^imethylamino) pristinamycin Ie - 

A group B streptogramin derivative 
5 according t6i claim 1, which is 

4e-chloro-2" A (ethyl) -pyrido [2, 3-5y, 55] (4 ^-methylamino) 
('4 ^ -dedime thy 1 amino) pristinamycin . 



10 streptogrami/n de 

Y is a radical =CR 
radical, wherein 



processv for the preparation of a 
vative Recording to claim 1, wherein 
3 is other than an allcyl 



and . 



ramr5 



lo ester of general formula: 

SQOR 

(II) 



in which Ri is defined as\above and R represents the 
15 residue of an easily hydroiysable ester or an allcyl 
radical, is reacted with thfe corresponding 
55-methylenepristinamycin de:^^ivative of general 
formula : 
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(111) 



in which Ra, Rb, Rc and Rd are defined as for claim 1, 
R2 is defined As for claim 1 and R4 is a hydrogen atom, 
or R2 represent^ a hydrogen atom and R4 is a hydrogen 
atom or a dialkvU amino radical, followed where 



appropriate 
an acid, and then 
by the con-j^-ersion 
according to the d 



owed 



10 desired, arid/or fol 
conversion lof the de 
which Ri isjhydroxyme 
is a radical formyl, a: 
carboxyl, and then whe 



on of the ester obtained to 

by its decarboxylation, or 
id to a carbamoyl radical 
e according to claim 1 
whe\e appropriate by the 
ivative Recording to claim 1 for 
derivative for which Ri 
*n where appropriate 



hyl to 



id tl 



appropriate alkyloxycarbonyl 
15 or -CONR'R" and/or optionally followed by the mono- 

N-demethylation of the derivative according to claim 1 
for which Rd is a dimethylamino radical to a derivative 
for which Rd is methylamin® , and then optionally 
followed by the conversion to a salt when they exist. 



20 
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10. process for the preparation of a 

streptogramin derivative according to claim 1, for 
which Y is a radical =CR3- and R3 is a hydrogen atom or 
an alkyl radical ,\ wherein a pyridinium salt of general 
5 formula: 



iRa R5 

in which R3 is define^ as above, R5 is the residue of a 
ketone Ri-CO- for whicn Ri is defined as above with the 
exception of represent:ufig a radical -NR'R", or 
10 optionally represent^^ a Vprotect^^ hydroxyl radical or a 
nitrophenyl radica]/ or aJ\ternative}Ly R5 represents the 
cyano radical so afe to obftain a st/reptogramin 
derivative for which Ri is Van amLfio radical, and X" is 



an anion, is reac 



:(5d with tr^e 



15 methylenepristinaiS|rt^''cin 



derivative 



(III) defined in claim 2, in 
and Ra, Rb, Rc, Rd and R2 are 
optionally followed by the. 



/hi 



ief 



r responding 55- 

general formula 
R4\is a hydrogen atom 
ed as for claim 1, 
a t i on of the hydroxyl 



radical or where appropriate the\ reduction of the 
2 0 nitrophenyl radical so as to obtaVn a derivative for 
which Ri is an aminophenyl radicals or optionally 
followed by the reaction of an amine of general formula 
HNR'R" with the streptogramin derivative according to 
claim 1, for which Ri is halomethyl, \so as to obtain the 
25 corresponding derivative for which Ri\is a radical 

-CH2NR'R", or where appropriate by theXconversion of the 




10 

11. A p 
streptogramin der 
which Y is a nitr 
a derivative of 
15 formula: 




Doc. No, ST98007tjS 279 

derivative according to claim 1 for which Ri is 
hydroxymethyl to a derivative for which Ri is a radical 
formyl, and then wnere appropriate carboxyl, and then 
where appropriate aukyloxycarbonyl or -CONR'R" and/or 
5 optionally the monoAN-demethylation of the derivative 
according to claim l\ for which Rd is a dimethylamino 
radical to a derivative for which Rd is methylamino, 
and then optionally nollowed by the conversion to a 
salt, when they exist 



reparation of a 
to claim 1, for 
an amidine salt or 
hiourea of general 



in which Ri is defined as f<ir claim 1, with the 
exception of representing a Vadic^ XR° for which X is 
sulphonyl or sulphinyl , or a NraSical NR'R" other than 



20 



amino, is reacted with a strepytogramin derivative of 
general formula (III) as defined in claim 2, for which 
R4 is dialkylamino, and then in \ order to obtain a 
streptogramin derivative accordipg to claim 1, for 
which Ri is a radical XR^ for whdich X is sulphonyl or 
2 5 sulphinyl, the corresponding derivative for which X is 
a sulphur atom is oxidized, and then in order to obtain 
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the streptogramin derivative according to claim 1, for 
which Ri is a radical NR'R", the sulphonyl derivative 
obtained is substituted by the action of the 
corresponding amine HNR'R" and/or optionally in order 
5 to obtain a derivat\ive for which Rd is methylamino, the 
mono-N-demethylatioA of the derivative according to 
claim 1, for which Rd is a dimethylamino radical is 
carried out, and theiEi optionally converted to a salt, 
when they exist. 



10 

12 . A 
streptogramin derj 
which Y is a rad 
alkyl, alkenyl, 
15 phenyl, substituj 

alkyloxymethyl , /^Ikylth 
alkyl sulphonylme 
alternatively wh 
is formyl, carbo 
20 defined for claim 
the formyl enamin- 




ration of a 
claim 1, for 
hydrogen atom, an 
heterocyclyl , 
, hydroxymethyl , 
sulphinylmethyl , 
dical, or 
m, for which Ri 
or -CONR'R" as 
en atom, wherein 



in which Ri is a hydrogen atom, an\ alkyl, alkenyl, 
25 cycloalkyl, aromatic heterocyclyl, phenyl, substituted 
phenyl , hydroxymethyl , alkyloxymeth^il , alkylthiomethyl 
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or -(CH2)nNR'R\ radical and R3 is defined as for claim 
1, with the exception of representing carboxyl , is 
reacted with a \streptogramin derivative of general 
formula : 

Rb Rc 




(VII) 



in which Ra, 
followed whe 
derivative f 
derivative fhr which R3 



Rb, Rc and Rd are/ defined as for claim 1, 



10 appropriate the oxidation o 

\ 




r/e appropriate hy/ the conversion of the 
r which R^ 



r ester to a 
,and/or where 
vative for which Ri 



is alkylthionlethyl to a derivative fo|r which Ri is 
alkylsulphinylmethyl or alkylsulphon;; 



appropriate the conversion\of^ 



Imethyl, or where 



derivative for which 



Ri is a hydroxymethyl radicaV to a derivative for which 

15 Ri is halomethyl, and then where appropriate the 

\ 

conversion of the derivative for which Ri is halomethyl 
to a derivative for which Ri is -CH2NR'R", or where 
appropriate the conversion of the derivative according 
to claim 1, for which Ri is hyd\roxymethyl to a 
20 derivative for which Ri is a rascal formyl, and then 
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where appropriate carboxyl , alkyloxycarbonyl and/or 
-CONR'R", and/lor optionally the mono-N-demethylation of 
the derivative! according to claim 1, for which Rd is a 
dimethylamino radical to a derivative for which Rd is 
5 methylamino, ana then optionally followed by conversion 
to a salt, when nhey exist. 

13 . A brocess for the preparation of a 
streptogramin derivative according to claim 1, for 
10 which Rd is methylWmino, wherein the mono-N- 
demethylation of tlA^ derivative according to claim 1, 

Lno radical, is carried out 



15 



for which Rd is 
and then the st 
optionally concerted 



formula : 



tive obtained is 




in which Ra is a methyl radicaU and Rb, Rc and Rd are 
2 0 defined as in claim 1, or Ra ia an ethyl radical and 
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Rb, Rc and Rd | are defined as in claim 1 in 2 ) to 7 ) and 
Rs represents ^ disubsti tuted methylenyl radical having 

the structure 1 ^ for which R2 and R4 are defined as 
above, or alternatively in which Ra, Rb, Rc and Rd are 
defined as for claim 1 in 2 ) , except for R" ' 
representing eth^yfl if Rb and Rc are hydrogen, and R5 is 
a hydrogen atom. 



15. ^gi^^Jiarmabeutical composition comprising 
10 a group B s tiy^ptogi^amin derivative according to claim 

1, in a pure/ state Qr in th^ form of a combination with 



at least onq 
appropriate 
of a combina 
15 pharmaceutic 



in the foa 



group a\ streptibgramin derivative, where 



salt, and/or in the form 



tlon with one or mor^e compatible and 



VJ 



ly acceptable diluents or adjuvants 



omposition according 



16. A pharmaceutical 
to claim 15, wherein the group ^ streptogramin 
derivative is chosen from pj^irs tinamycin IIa, 
20 pristinamycin IJ©-r-'-pfTrstina\nycin lie, pristinamycin IId, 
pristinamycin He, pristinairVcin Hf, pristinamycin IIg 
or from known semisynthetic derivatives or from the 
derivatives of general formulci: 





B2 \ O 



(a) 
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in which Ri\is a radical -NR'R" for which R' is a 
hydrogen atom or a methyl radical, R" is a hydrogen 
atom, an alkw, cycloalkyl, allyl, propargyl , benzyl or 
-OR' ' ' , R' ' • radical being a hydrogen atom, an alkyl, 
5 cycloalkyl, all^l, propargyl or benzyl radical, or 
-NR3R4, it being possible for R3 and R4 to represent a 
methyl radical, to form together with the nitrogen 
atom to which/the::A are attached a saturated or 
unsaturated 4- or sVmembere^ heterocycle which may in 
10 addition conl|:kin anoliher hfeteroatom chosen from 

nitrogen, ox^^en or Sd^^pnur/\R2 is a hydrogen atom or a 

methyl or etl^Ml radicalV and the bond represents a 

single bond or a double, jpond,/ as well as their salts 



15 17 . A combination of a group B s treptogramin 

derivative according to clarm 1 with at least one group 
A streptogramin derivative as\ defined in claim 16. 



